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OTITIS MEDIA 


TONSILLITIS 


BRONCHITIS 


BRONCHIOLITIS 


FEWER TREATMENT FAILURES IN RESPIRATORY TRACT INFECTIONS 


BACTERIAL 
PNEUMONIAS 


“e .. outstanding advantages over many previousl ly 
accepted chemotherapeutic and antibiotic agents” 


effective perorally against the majority 


of common infections caused by pathogenic bacteria 
including the antibiotic-resistant staphylococet 
Attarer is available in tablets of 250 mg. (adult) and 50 mg. (pediatric), bottles of 20 and 100. 


1. Lysaught, J. N., and Cleaver, W.: Proceedings of the Detroit Symposium on Antibacterial 
Therapy (Michigan and Wayne County Academies of General Practice, Detroit, Sept. 12, 1959). 


THE NITROFURANS ...aunique class of antimicrobials 


LATON LABORATORIES, NORWICH, NEW YORK 
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CLEARS SCALP SEBORRHEAS 
CRADLE CAP TO DANDRUFF 


Sebical Cream has been found to be 
extremely effective in the treatment of 
most seborrheas of the scalp. It offers in 
a a single preparation, these 
clinical advantages: 


relieves itching promptly removes 


ie scales and crusts, clears scalp oiliness 

if reduces inflammation provides 

antimicrobial action N 
tia In a recent clinical study* of infants and L_ 


chiidren with severe seborrhea capitis 
(cradle cap), all cleared completely 

on Sebical. Duration of therapy was 

7 to 28 days. Sebical is easy to 

apply, nonstaining, virtually 
nonirritating, nontoxic, 
nonsensitizing. 
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infant 


formula 


Enfamil 


nearer to mother’s milk? 
in nutritional breadth 
and balance 


NEARER to mother’s milk ... in caloric distribution of protein, fat and 
carbohydrate 

NEARER to mother’s milk .. . in vitamin pattern (plus more vitamin D 
added in accordance with NRC recommendations) 
NEARER to mother’s milk .. . in osmolar load 

ENFAMIL IS ALMOST IDENTICAL with mother’s milk in 


e ratio of unsaturated to saturated fatty acids 


e absence of measurable curd tension ... enhances digestibility 

Enfamil contains oleo and vegetable fats . . . does not result in sour 
regurgitation 

1. Macy, I. G.; Kelly, H. J.. and Sloan, R. E.: With the Consultation of the Con 

Maternal and Child Feeding of the Food and Nutrition Board, National Research 


The Composition of Milks, National Academy of Sciences, National Research Co 
cation 254, Revised 195% 
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..and 
still 
champion 


DESITIN 


OINTMENT 
in preventing and healing diaper rash 


e blocks irritation due to urine and excrement 
. fights ammonia and rash-producing bacteria 


e counters and clears up chafing, rawness, excoriation 


DESITIN OINTMENT the pioneer soothing, protective healing external cod liver oil therapy. 


2 Please write. DESITIN CHEMICAL COMPANY 812 Branch Ave., Providence 4, R. I. 
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Poliomyelitis -Diphtheria-Pertussis-Tetanus 


PEDI-ANTICS 


WHERE 


now you can immunize against more diseases... with fewer injections 


Dose: 1 ee. x 


Supplied: 9 ce. vials in clear plastic cartons. Pack- ve 


age circular and material in vial can be examined 


without damaging carton. Expiration date is 
on vial for checking even if carton is discarded. ae 


For additional information, write Professional Services, Merck Sharp & Dohme, Weat Point, Pa. 


&> MERCK SHARP & DOHME, pivision or MERCK & CO., INc., PHILADELPHIA 1, PA, 
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BS r bring’s reassurance 


hydroxyzine pamoate 


VISTARIL has been found to be a remarkably effective aid to preanes- 
thetic medication. Its “mild but definite tranquilizing action” quickly 


calms anxious, fearful children. 


Steiner, L., Webb, C., and Adriani, J.: The Preoperative 
Sedation of Children, Presented before the Southern 
Society of Anesthesiologists, Annual Meeting, April 23-25, 
1959, Birmingham, Alabama. 


Oral Suspension—25 mg. per 5 cc. teaspoonful. Capsules—25, 50 and 100 mg, Parenteral 
Solution (as the HCl)—25 mg. per cc., 10 ce. vials and 2 ce. Steraject® Cartridges; 50 mg. 
per cc., 2 cc. ampules. 

Professional literature is available on request from the Medical Department. 


Pfizer Science for the world’s well-being™ PFIZER LABORATORIES, Brooklyn 6, N.Y. 
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CREAM 


INFECTED AND POTENTIALLY INFECTED DERMATOSES / PYODERMAS / ULCERS 
BURNS / AFTER PLASTIC, ANORECTAL AND MINOR SURGERY 


FURACIN-HC Cream combines the anti-inflammatory and antipruritic effect of hydrocorti- 
sone with the dependable antibacterial action of FURACIN", brand of nitrofurazone—the 
most widely prescribed single topical antibacterial. The broad bactericidal range of 


FURACIN includes stubborn staphylococcal strains, and there has been no development 


of significant bacterial resistance after more than a dozen years of widespread clinical 


use. FURACIN is gentle to tissues, does not retard healing: its low sensitization rate is 
further minimized by the presence of hydrocortisone 

FURACIN-HC Cream is available in tubes of 5 Gm. and 20 Gm. Fine vanishing cream base, 
water-soluble. 
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physiologic 


infant skin 


conditioner 


BABY 


LOTION 


Desitin Baby Lotion helps nature keep 


thoroughly, soothes, lubricates, combats ammonia-producing 


baby’s skin clean, supple, healthy. It cleanses gently and | 


bacteria and infection. 


Only Desitin Baby Lotion combines 


Lano-Des*, a rich liquid lanolin, hexachlorophene, vitamins ———— 

A and E, and special emulsifiers, Non-greasy, stainless, pleas- Free from 

antly scented. Effective too in helping lubricate and condition which many babies 


are sensitive. 


adults’ skin, 
write for samples and literature 


DESITIN CHEMICAL COMPANY 
812 Branch Avenue, Providence, 4, R. lI. 
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“Examine your armamentarium! It’s not complete 
without ‘BABY SILICARE’ for diaper dermatitis” 


Medicated Baby Silicare Powder and Lotion can help you in the 

management of even the most difficult cases of diaper dermatitis. MEDICATED 
Superior clinical effectiveness of both Powder 

and Lotion is well documented in the | ) Sj | ‘ I’ 

literature."*? They are routine on obstetric and Cc \ ( 4 

pediatric services of many leading hospitals. POWDER AND LOTION 
Patient acceptance is high. Why not use 

Baby Silicare Powder and Lotion for prevention 

and treatment of diaper dermatitis? 


1. Koessler, H. Arch. Ped. 74:47 (Feb) 1957 Silicare OCtive ingredients: 
2. Kohan, H. ef of.. Arch. Ped. 73:125 (Apr) 1956 lyoxy! divreide 
g tur 


3. Editorial: J A.M.A. 165.254 (Sept. 21) 1957. 
dimethylpolysiloxane 


aj _, hexachlorophene 


REVLON 
DIVISION NEW YORK, N. Y. 
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New... 
relieve 
spasticity 
and 
rigidity 


J | In cerebral palsy, Soma “appears to be 
cereb va superior to any drug now available... for 


valsy rie of spasticity and 


“Most dramatic was the prompt disruption of ex- 


tensor thrust and the ability to tolerate locked braces for much longer 
periods of time, which led quickly to marked gains in physical ability.” 


1. Phelps, W.M.: Arch. Pediat. 76:243 Qune) 1959. 2. Spears, C. E., and Phelps,W.M.: Arch. Pediat. 76:287 QUuly) 1959 
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INDICATIONS: Cerebral palsy marked by spasticity, athetosis or rigidity. In 
ataxia, Soma probably should not be used because of the degree of relax- 


ation produced. 


For children of five years or older, one capsule two or three times a day. 


suppLy: Capsules, each containing 250 mg. of Soma, bottles of 50. Also 


available: Soma tablets, each tablet containing 350 mg. of Soma, bottles of 50. 


Write for literature and samples. qD A 


capsules 


Wartace Laporatories, New Brunswick, N. J. 
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In 8 out of 10 patients 
Complete Control of 
Grand Mal Seizures 


Composite Results of 20 Clinical Studies 


Results in 262 epileptic patients when “Mysoline” was used alone. 


Type of Number of Completely 50.90% < 50% 
Seizure Patients Controlled Improved 


GrandMal (80%) | 15(7%) | 27 13%) 
Psychomotor 29 19 (65%) 10 (35%) 
Focal Jacksonian 19 19 (100%) 


Results in 835 epileptic patients who had failed to respond success- 
fully to other anticonvulsants. ine” was added to current 
medication which, in some cases, was eventually A by 
“Mysoline” alone. 
Type of Number of] Completely 50-90% < 509 
Seizure Patients Controlled Improved 


Grand Mal 613 175 (28.5%) | 253 (41.2%)] 185 (30.3%) 
Psychomotor 130 10 (7.7%) 65 (50%) 55 (42.3%) 
Focal Jacksonian 92 14(15.2%)]| 36(39.1%)| 42 (45.7%) 


o 


The dramatic results obtained with ‘‘Mysoline’’ advocate its use as first 
choice of effective and safe therapy in the contro! of grand mal and 
psychomotor attacks 

SUPPLIED: 0.25 Gm. scored tablets, bottles of 100 and 1.000 


LITERATURE AND BIBLIOGRAPHY ON REQUEST 


AYERST LABORATORIES 
New York 16, N.Y. Montreal, Canada 


Mysoline™ is available in the United States by arrangement with Imperial Chemical Industries. Ltd 
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SUGGESTS ANOTHER 
REASON FOR Uj 


The impression that TAO is an unusually active antibiotic 
has steadily gained recognition by impressive clinical per- 
formance. Now come reports of in vive and in vitro bio- 
logical and biochemical evaluations that show TAO to be 
indeed unique.'? 


TAO differs from other antibiotics in that it is metabolized to 
multiple active compounds which remain active throughout 
their presence in the body. These 7 derivatives (in addition 
to TAO) show activity against common Gram-positive patho- 
gens, including resistant strains of Staph. aureus. 


In light of these findings, take another look at TAO perform- 
ance: * 92% success in published cases of Gram-positive 
respiratory, skin, soft tissue and genitourinary infection 
° Effective against 78% of 64 “antibiotic-resistant” epi- 
demic staphylococci. (In the same study, chloramphenicol 
was active against 52%; erythromycin against only 25%)’ 
¢ No side effects in 94%; infrequent reactions mild and 
easily reversed * Quickly absorbed + Highly palatable. 
Sound reasons to: Start with TAO to end 9 out of 10 common 
Gram-positive infections. 

Supplied: TAO Pediatric Drops —tasty strawberry flavor, 100 


mg. per cc., 10 cc. bottle. TAO for Oral Suspension — unusu- 
ally palatable cherry flavor, 125 mg. per tsp. (5 cc.), 60 cc. 


bottle. TAO Capsules—250 mg. and 125 mg.,bottles of 60. 


Prescription only. 

1. English, A. R., and McBride, T. J.: Proc. Soc. Exper. Biol. & Med. 
100:880 (Apr.) 1959. 2. Ceimer, W. D.: Antibiotics Annual 1958-1959, 
New York, Medical Encyclopedia, Inc., 1959, p. 277. 3. English, 
A. R., and Fink, F. C.: Antibiotics & Chemother. 8:420 (Aug.) 1958. 


designed 
for 
superior 
control 
of 
common 
Gram- 
positive 
infections 


(triacetyloleandomycin) 


Capsules/Oral Suspension 


New York 17, N. Y. 
Division, Chas. Pfizer & Co., Inc. 
Science for the World's Well-Being 


UNIQUE “STARBURST” EFE TAQ tik INTO 7. wT, ALL 
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broad-spectrum antibiotic therapy 


with minimum risk of moniliasis 


TETRASTATIN 


giucosamine-potentiated tetracycline with nystatin 


particularly valuable antibiotic therapy for those patients 


susceptible to secondary fungal infections 


supplied: 

Cosa-Tetrastatin Capsules (pink & black) 

250 my. Cosa-Tetracyn® plus 250,000 u. nystatin 
Cosa-Tetrastatin Oral Suspension (orange-pineapple 
favor) 

2 oz. bottle, each tsp. (5 ce.) contains 125 mg. Cosa- 


Tetracyn® plus 125,000 u. nystatin 


Pfizer Science for the world’s well-being™ 


PFIZER LABORATORIES Division, Chas. Pfizer & Co., Inc. 
Brooklyn 6, N.Y. 
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BUILD SOUND BODIES 
DURING CRITICAL 
FORMATIVE YEARS 


A pleasant lime ftlavored, readily dispersible 
combination of @ essential vitamins 


Each 0.6 cc. contains: 
Vitamin A 5000 units 
Vitamin D, 1000 units 
Vitamin B, 1 mg. 
Vitamin B, 0.4 mg. 
Vitamin B, 1 mg. 
Nicotinamide 5 mg. 
Pantothenic acid 2 mg. 
Vitamin C 50 mg. 
Stable « Mixes Readily 


DOSAGE: Infants 0.3 cc., children and adults 0.6 cc. daily. 
May be taken directly or stirred in milk, fruit juices, or other food. 


How supplied : Bottles of 15 and 50 cc. with graduated dropper. 


LABORATORIES 
NEW YORK 18. NY 


Plurovit, trademark reg. U. S. Pat. Off. 
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Pediatrics tn Worway 


Rinvin. 


Norway 


Pediatrics is a young discipline in this country —young as a 


specialty compared to many other subgroups of medicine. The 


reason is obvious: a small population scattered along a rough and 


vast coastline and a mountain-tilled land with small cities. However, 


the last ten vears have shown great progress in the pediatric tield 


In 1950 our first modern pediatric wards started in Oslo and 


Bergen three in number. Since then, three more have been 


opened in other parts of the country. Pediatrics has become one of 


the aspects of the education of the students. Post 


eraduate courses are given routinely. New pediatricians have begun 


spreading around the country taking part in the big program of 


preventive medicine which gradually has been developed over a 


period of more than 20 vears with routine health examinations of 


mothers and infants emphasizing general hygiene and nutrition 


BCG vaccination is practised here 


Thanks to these efforts we have seen results in many respects, 


The mortality rate in the first vear of living has reached flattering], 


low figures mainly in the big cities (less than 17/1000). The 


figures of children with tuberculosis have rapidly been decreasing 


and tuberculous diseases, which two to three decades ago were 


rather common in children, have now, practically-speaking, dis 


appeared, As in many other places, effective antibiotic therapy 


has brought the general infections under better control and fluid 


and transfusion therapy have become important details in the routine 


work at the wards 
In the field of congenital malformations, especially congenital 


heart disease, we still have to improve the accuracy of our diagnosis 


and get far more experience in the technical details of surgical 


treatment, anesthesia and postoperative care. Many important al 


lergic disturbances should be benetited by increased knowledge of 


these conditions. Improvement can be made in the prevention of 


accidents. Lastly, the greatest future challenge to the pediatrician 


is probably the mentally disturbed child of whom there are in 


creasing numbers. 


Nor vik’s observations of the remarkable pediatric progress made 
in Norway during the past ten years, is especially interesting for its appheation to prac 
tice under population scattere smalbeity, and other ditheulties. (Dr, Rinvik is a member 
of Archive's Editorial Board 


Children’s Hospital, Oslo, Norway 


150-4 


a” 
| 
2 
= 


Some Experimental and Clinical Studies 


on the Causes of Congenital Clefts 
of the Palate and of the Lip 


F.C. Fraser. 


Canada 


This paper will review briefly studies on the experimental pro 
duction of congenital cleft palate in mice, and on the prenatal his 
tories of children born with congenital clefts of the lip and/or pal 
ate, carried out by the writer, his colleagues and students over the 
past few vears. More detailed presentations of these studies will 


be found in previous publications, 


In 1950 our interest had been attracted by the increasing number 
of agents, such as nutritional deticiencies (Warkany, 1945), radia 
tion (\Warkany and Schratfenberger, 1947), and hypoxia (Ingalls 
eft al., 1950), that, when applied to pregnant mammals, might lead 
to malformations in the offspring. Although some of the early ex 
periments suggested that there were genetic differences in response 
to these environmental agents, medical thought on the subject 
seemed to favor the view that, since environmental factors can 
damage the mammalian embryo, malformations in humans were 
likely to be determined largely by environmental factors. Our gen 
etic bias prompted us, on the other hand, to think that even when 
an environmental agent was implicated, the constitution of the or 
ganism might be important in deciding how the embryo would 
respond to the agent. This led us to plan an experiment where an 
environmental teratogen would be applied to different inbred 
strains of mice, to see if there would be strain differences in the 
frequeney or type of defect. At this point, Dr. Hamilton Baxter 
kindly supplied us with some cortisone, and we found that it caused 
congenital clefts of the secondary palate when injected into preg 

* Department of Genetics, eGill University, and Department of Medical Genetu 
The Montreal Children’s | 

tesume ot The First Well Born Foundation Lecture, St. Luke's Hospital, New York 
, 89 Submitted by Well Born Foundation tor publeation 


pport trom the National Research Couneil of Canada, the Federal Ire 
flealth Grants, and the United States Public Health Service, ts gratetully 
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nant mice (Baxter and Fraser, 1950; Fraser and Fainstat, 1951). 
This solved the problem of what teratogen we would choose for 


our experiment 


EFFECT OF Dost 

\s one might expect, the quantity of cortisone that produced the 
highest frequencies of cleft palate also reduced the size of the litter, 
showing that some embrvos were being killed by the treatment, and 
resorbed. Somewhat higher doses would cause resorption of the 
whole litter, and it seems a general rule that the teratogenic dose of 
an agent is fairly close to the dose that will kill the embryo. On 
the other hand, some agents that will cause death of the embrve 
have not vet been shown to be teratogenic—e.g. hemorrhagic 
anemia (Wilson, 1954: Clark, 1956). Is this because the proper 
dose and /or stage was not tested, or because some features of the 
embrvonic svstem are so sensitive that they cannot be altered, even 
slightly, without killing the embryo, or is it because the processes 
of morphogenesis are so resistant to some noxious agents that the 


teratogenic dose is higher than the lethal dose ? 


EFFECT OF GESTATIONAL STAGI 

The stage at which treatment was begun also influenced the fre 
queney of induced cleft palates. The most effective time, using a 
single dose, appeared to be about 12 days after conception, the 
palate normally closing about 3 days later. [t seems clear that the 
“critical period” during which the palate is susceptible to interfer 
ence by cortisone is quite a long one, and that it begins several days 
before the palate closes. This may remind us of the danger of try 
ing to deduce, from the time that an error in morphogenesis occurs, 
the embryonic stage at which a causal factor acted. For instance, 
one should not reason that, since most of the errors in the develop 
ment of the Mongolian idiot occur about 6 to S weeks after concep 
tion, the cause of the errors in development must have happened 


then (Warkany, 1957). 


EFFECT OF GENETIC CONSTITUTION 
\fter we had established an effective dose and time of treatment, 
it soon became clear that our prediction about the importance of 
the genetic constitution was contirmed, Under the same conditions 
of treatment, 10067 of the A/Jax mouse embryos had cleft palate, 


as compared with only 170 of the C37BL. offspring. Treatment of 


crosses between the two strains, and of backerosses to the A/ Jax 
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strain, showed that the genetic basis for the strain difference is not 
simple. Several genes are involved, and the final result depends 
on both the mother’s and the embrvo’s genotype (Walter, 1954) 


NORMAL PALATE CLOSURI 

Wondering about how the cortisone interferes with closure of 
the palate made us curious about how the palate normally closes. 
A series of observations on both fixed and living embryos showed 
that the palatine shelves, which before closure hang down on either 
side of the tongue, approach each other in the mid-line by a fairly 
rapid rearrangement of themselves. It appears that a force pro 
gressively builds up in the shelves, which at a given time catses 
them to overcome the resistance of the intervening tongue and 
bulge out towards each other over the tongue, with concurrent 
retraction of the portions of the shelves hanging ventrally. There 
does not seem to be any active growth involved, but a rather sud 
den reorientation (Walker and Fraser, 19560). It is interesting 
that this process begins earlier in the C57BL. (cortisone resistant ) 
embryos than in the A/Jax embryos, and earlier in the C37BL N 
\/Jax hybrids than in the more susceptible \/Jax C3711. hy 
brids (‘Trasler and Fraser, 1958). It would seem that the carhet 
beginning of palate closure is a reflection of the “strength, or ett 
ciency, with which the shelf force is building up, and that the 


“stronger” shelf force is more resistant to the effects of cortisone 


rHE EFFECT OF CORTISONI 
Observations on cortisone-treated embrvos showed that cortisone 


delays the process of shelf movement from the vertical to the hort 


zontal position. If the delay is great enough, by the time the shelves 


reach the horizontal position growth of the head has carried them 
so far apart that they are unable to meet and fuse. This appears to 
be the basis for the cleft palate seen at birth (Walker and Fraser, 


1957). 


OTHER MECHANISMS OF CLEFT PALATE PRODUCTION 

During attempts to inject cortisone directly into the embryo it 
was discovered that merely inserting a needle into the ammiotic sac 
and causing leakage of amniotic fluid caused cleft palate in some 
of the treated embryos, possibly by exposing the embryo to abnor 
mal pressures which might increase the resistance of the tongue to 
the efforts of the shelves to push it out of the way (Walker and 
Fraser, 1957). Even injecting a small amount of fluid into the 
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uterine cavity outside the amnion can cause the embryos to have 
cleft palate, but the mechanism involved here is still obscure (Tras 
ler, 1058). Evidence from other laboratories suggests stl other 
mechanisms by which cleft palate can be induced for instance, 
there is a recessive gene in the mouse that makes the palate shelves 
too narrow to meet in the midline even when they reach the hori 
zontal position at the proper time, thus causing cleft palate (Fitch, 


1957). 


In short, normal palate closure invelves the proper coordination 
of many interacting processes, each of which ts influenced by genetic 
and environmental factors, and each of which can cause failure of 
closure if it goes wrong. [t would seem, then, that there are many 
causes of cleft palate. Perhaps the surprising thing is that the pal 


ate manages to close successfully so often! 


RELEVANCE OF EXPERIMENTAL STUDIES TO 
HUMAN MALFORMATIONS 

When an agent is found to be teratogenic in animals, the ques 
tion naturally arises as to whether it may be a cause of human 
malformations. The question ts a lot easier to ask than to answer. 
It cannot be answered reliably by evidence from scattered case 
reports of children born with a malformation, found im retrospect 
to have been exposed to the agent. In such cases we cannot dis 
tineuish cause from coincidence. There are, for instance, a few 
reports of congenital cleft palate occurring in babies born to moth 
ers treated with cortisone during pregnancy (Harris and Ross, 
1950: Doig and Coltman, 1956). But we do not know how many 
women treated with cortisone during pregnaney had babies zrthout 
cleft palate, and so we do not know the frequency of cleft palate in 


offspring of cortisone-treated pregnancies. 


There are two main wavs to get more reliable information about 
the problem. By the prospective appr ach a group of women given 
cortisone therapy during pregnaney would be followed, and the 
frequency of malformations in their children would be compared 
with the frequency in a comparable population of children’ from 
untreated mothers. This is tedious and technically difficult, but is 
the only way to get good information on the probability of an 


affected child following treatment. 


By the retrospective approach, mothers of malformed children 


would be questioned as to whether they had had cortisone during 
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pregnancy, and the frequency of cortisone-treated mothers would 
be compared with that in a comparable group of mothers of non 
malformed children. The trouble is getting a comparable control 
group. For one thing, mothers of malformed children are more 
likely to recall unusual details of their pregnancy than mothers of 
non-malformed children, and this is a factor that is extremely difh 


cult to control. 


\ case in point is a recent study purporting to show that ma 
ternal emotional stress during pregnaney was a cause of cleft pal 
ate in the resulting babies (Strean and Peer, 1956). Mothers of 
children with “cleft: palate or harelip” were questioned as to the 
occurrence of stressful situations during pregnancy. .\s a control 
the same women were asked whether such events occurred during 
their pregnancies that had given rise to unaffected babies. The fre 
queney of reported stressful events was much higher in the preg 
nancies giving rise to the malformed babies than in the “control” 
pregnancies. In our series of children with cleft lip and palate a 
difference in the same direction was found (21° vs. 8@ ). At first 
sight this might appear to be evidence that maternal stress is tera 
togenic. However, we also did a control series where the patient 
had a disease such as albinism or hemophilia, clearly caused by 


genes and not due to maternal stress. These control patients had 


a frequency of maternal stress during pregnancy similar to that of 


the cleft lip and palate patients (18 ), and their siblings had a 
much lower frequency (12% ), similar to the frequeney in the sib 
lings of the cleft lip and palate series. We want to collect more 
data before committing ourselves on this point, but if our future 
results remain similar to the present ones, they would suggest that 
much, if not all of the difference between the patients and their sib 
lings is due to maternal memory bias, rather than any causal asso 


ciation of emotional stress with malformations. 


We know from family studies that cleft lip and palate show a 
familial distribution (Fraser, 1955; and many others). The evi 
dence from twins suggests that the familial tendency retleets a gen 
etic predisposition to the condition ( Metrakos ef al., 1958). On the 
other hand, the fact that in 607 of one-egg twins in which at least 
one has a cleft lip, the other is unaffected shows that intra 
uterine variables are important too. These and other considerations 
have led to the suggestion that the genetic predisposition may make 
the embryo react ina particular way to rather minor environmental 
differences (Fraser, 1959). If so, searches for prenatal environ 
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mental teratogens in humans are likely to be unrewarding (as they 


have been so far), and the greatest progress may come from studies 
of the embrvos themselves to tind out, in biochemical terms, what 


the genes are doing to make them so sensitive to their environment 
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Observations on Ariboflavinosis and 


Kwashiorkor in Sicily 


M. Gereasi, M.D." 


Italy 


The recognition of conditions caused by vitamin By deticiency 
was made possible by studies on human pellagra and espe ially by 


the identification of lactoflavin', 


Following observations of Landor and Pallister? who had recog 
nized in pellagra certain symptoms due to the deticiencs of some 
factor different from the antipellagra one, Sebrell and Butler*! kept 
IS women on a pellagra-producing diet. The daily ribotlavin intake 
was 0.5 mg. In 10 of them cheilosis was observed between the SOth 
and the 140th day. At first it manifested itself by an increased pal 
lor of the lips, then as it progressed maceration of the epithelium 
was observed with formation of fissures, crusts and even in seme 
points noticeable loss of mucosa. Evident signs of desquamation 
onan ervthematous background affecting the naso-labial sulcus, the 
nasal alae and vestibula and the ears were added to the chetlosis 
These lesions were not affected by antipellagra treatment with mico 


tinic acid, but they responded well to the administration of riboflavin 


Qf the remaining & women, 4 treated with riboflavin starting on 
the 130th day showed no cheilosis, while 4 not receiving riboflavin, 
showed late cheilosis. From these experimental observations, 1 
was deduced that riboflavin deticieney could determine morbid con 


ditions in man. 


Later on, SPONTANEOUS Cases of the disease were reporte d by Oden 
J. W.. Oden, L. He and Sebrell? among the rural population of 
Georgia. Three subjects treated with 5 mg. lactoflavin were cured 
ina few days. 

There followed many other observations, reported by Angle 
Saxon authors (Spies et al..° Bean and Spies,’ Sydenstricker et al. 


and others }. 
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In Europe, Meulengracht and Bichel* regarded as hypo ribotlay 
inosis the svndrome already described by Plummer and Vinson con 
sisting of cheilosis, dysphagia, achylia gastrica and hypochronin 
anaemia. They noted that this svndrome was favourably influenced 
by the administration of riboflavin. Some cases of artbotlavinests 
have been recorded in the Italian literature (Bassi and Bassi,'’ Fron- 
Berardi Baechetta,!! Boi, Porcelli'®). As these ¢ linical 
studies appeared in the literature, the need was felt for a more solid 


experimental basis 


We can infer from the research on animals and human beings 
that a riboflavin deticient chet brings on peculiar changes im rats 
causing a delay in growth, conjunctivitis together with a welding of 
the evelids, hair loss, stomatitis, oedema, sore ears and muzzle, with 
serum encrustations (Goldberger & Lillie? Purpura La 
Girutta’>) In dogs, ariboflavinosis brings about: stiffness, dry 
dermatitis with desquamation, spastic paresis, ataxia and bradypnea 
(Sebrell!). Rats (Purpura and La Grutta'*), dogs (Sabrell and 
Onstott!) and pigs (Miller and Co?) show steatosis of the liver 
Following the observations of Sebrell and Butler, studies have been 
made on man to ascertain what is the daily quantity of riboflavin 
necessary for a normal state of health, and to control the manitesti 


tions caused by food lacking such factor, 


Phe most recent research has brought to light much about the 
elements of the vitamin B complex and we have more exact data on 
the riboflavin content of different foods. On the other hand, during 
recent investigations, the balance existing between the quantity ot 
riboflavin and the total amount of food has been rightly taken mite 


consideration. 


From the careful research of Horwitt et al?! who gave 0,5-0,6 


“pro die” of the vitamin toe adults of stationary weight with the 


diet having an energetic value of 2200 calories, we infer that the 
onset of the lesions due to a partial deticiency of the vitamin DB. 


comes after a period of tour months at least. 


The patients show horizontal labial rhagades, vertical nose labial 
rhagades, perianal rhagades and more frequently serotal dermatitis 
credness, oozing and desquamation adjoming the thighs Phe need 
for sedentary adults with a diet having an energetic value of 2200 
calories was of 1, 1-1,6 mgr. (Horwitt et Selma Snyder 
mann et al" found that O4 mgr. “pro die” of vitamin By in intants 


prevents the onset of clinical signs ot deticiency 
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In this children’s hospital the cases of artbotlavinosis are not 
unusual. They have been considered from the biological clinical and 
histological point of view. From the climeal pomt of view they 


show the following svmptoms:1) Cherlosis. It manifests itself es 


pecially by the presence of short and thin horizontal tissures at the 


corners of the mouth, sometimes bleeding and surrounded by dry 
skin or presenting a seborrheeic aspect, but without signs of im 
Hhammation clinically observable Phere ts generally one tissure at 
each side and they are seldom more numerous, They are easily 
recognizable and we have also observed them in women belonging 
te economically poor families whose diet contained scarce amounts 
of animal proteins. “The presence of vertical fissures associat d with 
tumefaction of the lips Was Tare Cheilosis responded to treatment 


with vitamin Bs. 2) Serotal, preputial, vulvar and perineal ery 


thema has been frequently observed (22 subjects) and ts character 
ised by thickening of the epidermis which is sometimes seborrhoeic 
and is continued in the depths of the serotal folds; it has a eyela 
men red or magenta red colour starting at the raphe and prepuce 


and extending to the origin of the thighs 


In girls the skin of the “labia majora” is reddened and sometimes 
seborrhoeic, while the mucosa tends to acquire a magenta red or 
evelamen colour. The anal orifice is surrounded by a halo of reddish 
skin which appears independently from diarrhoea. Later on the 
areas of erythematous skin become brownish in colour with subse 
quent desquamation of thin, broad lamellae, while the epidermis 
resumes its normal characteristics, assuming a red colour and a 
normal degree of humidity 


Besides these SViInptomis we also enumerate others already 


‘for nbotlavin deficiency, in other 


described by Sebrell and Butler* 
words, alterations affecting the mouth, as well as the angular tis 
sures, rhavades, ready mentioned, it particular coloration of the 
labial mucosa. is often encountered, assumes magenta red or evela 
men shades. This aspect is easily recognizable owing also to the 
simultaneous presence of the angular rhagades and in contrast with 
the pallor ot the surrounding skin. Iexamunations of the oral cavity 
reveals a similar coloration and also the tongue mucosa ts often still 
redder and appears thinned and dry, with conspicuous papillae, or 


more or less smooth, presenting at times longitudinal grooves 


The soft palate and pharyns (3 patients) show also redness and 
dryness and this offers an explanation for the dysphagia which is 


found in the same subjects 
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In none of our cases did simple inspection reveal the presence of 


conjunctival alterations reported by the first observers, previously 


confirmed in one case of Stern?! and consisting essentially of fes 


tooned cireumeorneal hyperaemia. In 9 cases hyperemia of the bul 


bar conjunctiva was more or less evident and disappeared atter 


treatment with vitamin By or the vitamin B complex. However, the 


coexistence of a certain dryness of the ocular bulb and the appear 


ance of keratomalacia in three cases led us to believe that such mani 


festations might be due, at least in some cases, to the simultaneous 


deficiency of vitamin 


Moreover, Gordon?" at the NVtho International Congress of 


Opthalmology, has recently denied that aribotlavinosis is capable of 


viving rise to circumecorneal vascularisation. 


So far, according to the contributions and studies on the subject, 


the symptomatology examined may be regarded as due to vitamin 


Li. deticieney. However in the course of our research we were able 


to observe other morbid manitestations=" 


That these manifestations are part of the clinical picture of aribo 


Havinosis is shown by the fact that they respond to specific vitamin 


treatment 


They consist in the very frequent finding of extremely thin supra 


and retro-auricular rhagades affecting the epidermis, seldom reach 


ing the dermis and moreover bleeding, on a evelamen-pink back 


ground, varying in length from about half to one centimeter, sur 


rounded by seborrhoeic epidermis and localised in the supra-auricu 


lar or retroauricular sulci. Sometimes it was possible to observe the 


initial stage, which may be described as a seborrhoeic condition of a 


linear area of skin, which assumed a evelamen-pink colour and in 


the center of which rhagades came to be formed at a later stage. 


rom the biochemical point of view, it has been observed in this 


laboratory (G. Russo)! that those patients after a single injec 


tion of riboflavin eliminate a small amount of riboflavin while they 


retain the major part of vitamin injected. 


As to the morphological aspect, the histological alterations of the 


liver have an unusual importance. They can be easily shown in dur 


ing lite by biopsy. In this clinic biopsies were made by Albeggiani 


which showed constant widespread parenchymatosis, albumunous 


degeneration, and steatosis generally in small and medium droplets 


with either a perilobular or medium zonal localization. 
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Besides these patients we observed a certain number who showed 


not only the symptoms of deficiency of vitamin Bs above mentioned, 


but also many others, so that the biochemical, anatomical and clinical 


picture corresponded to that particular syndrome known generally 


in various countries under different names (Kwashiorkor, diboba, 
maladie ocdemateuse du sevrage, infantile pellagra, malignant mal 
nutrition (Williams. Davies! Dean’ Trowell, Davies 
and Dean”? Achar and Benjamin,’ Stransky and Dauis-lawas,™ 
Brock ed ANutret"” Autret e Behar®!) but more commonly known 


as WKwaslhiorkor. 
\s its known the symptoms are : 


1 —-denutrition; 2—edema; 3—apathy ; 4+-—alteration of the skin 
(erythemas, split fissures, desquamation, dyskeratosis) and of the 
hair (fragility, dryness, depigmentation to acromotrichia) ; 
hypodisprotidemia ; hepatic steatosis; 7 simple or severe 
anaenia, at times hyper-or hypochromic with megaloblastosis in 
the bone marrow (in the hyperchromic cases) with particular alter 


ations of the granuloblasts. 


Bone marrow examinations show an increase in the differential 
count of the granulopoietic cells, generally very immature (granu 
loblastic hyperanaplasia). Among them a certain number of very 
large clements may be observed, with hypersegmentation of the 
nucleus in the polymorphonuclears. The first finding is more com 
mon in myeloeytes and promyeloeytes but is also evident in myclo 
blast and often the nuclei show histioid features. S— Marked de 
crease of the pancreatic enzymes contained in the duodenal juice 
(trypsin, steapsin, amylase); %—mild steatorrhea ; 10—altered pro 
cesses of hemocoagulation; 11--Signs of deticieney of vitamin A 


( WKeratomalacia) By, Bye, PP) C and hypoeleetrolytemia (Kalium 


In this Hospital my coworkers and 4°" have closely 
studied such patients from the clinical, histological and) biological 


point of \ 


We made the following observations on the etiopathogenesis : 

(1) That the pre-existence of an infectious enteritis is to be 
found almost constantly. 

(2) An animal protein hypoalimentation is frequent in infants. 
(3) Mothers of the sick children frequently have an alimentary 
deficiency during pregnaney and nursing so that they take in a 


very small quantity of animal proteins and fat and very little 


calcium, iron and vitamins (By, Bs). 
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The etiophathogenesis in our patients suffering from was or 
kor is the result of the above mentioned factors. The disease ts de 
termined by the action of the infectious diarrohea in individuals who 


have a deticieney of proteins and of vitamins. 


However there are patients whose previous alimentation at the 
onset of Kwashiorkor was normal (breast feeding, powdered milk 
These latter cases are not the result of an alimentary protein det 


ciency, but are due to the diarroheic enteritis which inhibits the 


absorption of aminoacids and vitamins; especially methionine and 


riboflavin 


While the prognosis for a simple aribotlavinosis is favourable 


the prognosis for Kwashiorkor Is serious 


Our patients were treated with transfusions of plasma or whole 
blood, vitamin injections or hepatic extracts, drugs which cure the 
infectious enteritis and an alimentation rather rich) aninial 


proteins 


Since 1950 we started using chlortetracveline (aureomiyem (50 
mg. “per Ky.” daily) for the treatment of Kwashiorkor and simple 
ariboflavinosis. The results have been good \We may also add that 
sometimes the effeet was even surprising, and caused rapid recoy 
ery in infants whose conditions could be regarded as hopeless owing 
to the gravity of the clinical syndrome and the inetticacy of other 


treatments (blood transfusions venous infusions, vitamin By, et 


There was first an improvement in the general conditions, awak 
ening of the mental faculties and of the appetite, renewed vivacity 
and circulatory recovery, which were accompanied or followed by 
regression of the clinical signs of the deticrency and particularly of 
the ervthema, The weight curve, apart from edema, rose rapidly 
(with as much as 70 gr. daily increase); the blood serum: protems 


tended toward a normal level. 


At the same time blood formation improved, diarrhoea diminished 
and soon disappeared and the feces showed an ointment-like dense 
consistency and a golden vellow color. Bacterial examination 
showed the disappearance of bacterium coli and the persistence of 


proteus, 


From the beginning, the explanation of the mechanism of action 
of aureomycin seemed rather difficult, and even today we do not 


think we know it for certain. 
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Nor is it very likely that the rapid improvement might be attrib 


uted to the disappearance of diarrhoea, since there was simultan 
eously a notable reduction in the intestinal bacterial flora, and the 
amount of riboflavin and other vitamins taken in with the food 
during the treatment period was so small as not have a prompt 


curative effect. 


Qur observations on the favourable effects determined by the 
treatment with chlortetracycline (aureomyein) in By deticieney and 
in Kwashiorkor, which were remarkable in a certain number of 
jattients, were confirmed by Charmot et al. in North Africa they 
treated with aureomyein some infants suffering from Kwashiorker 
More recently R.A. Lewis et al.“ in India treated 4 patients with 
chlortetracveline giving small amounts (25 mgr. a day tor two 
months). They noticed a more rapid improvement in the patients so 
treated in comparison with those who had undergone the usual 


treatment both in the cases of anaemia and hypoprotemaecmia 


CONCLUSIONS 


1. There are in Sicily cases of aribotlavinosis, very frequently 
having other vitamin deticiencies (A, By, Bs. C, PP) and mineral 
deficiency (potassium ). 

2. There are also evident cases of Kwashiorkor 

3. OF pathogenic importance to both is a previous infectious diat 
rhocic enteritis causing the malabsorption of aminoacids and vita 
mins 

t. Such diarrhoea may make worse an alimentary protem det 
ciency condition while can show a state already existing and not 
vet apparent of alimentary deticiency (protems and vitamins } 

5. Chlortetraeveline, introduced by us in the treatment of beth 
diseases since 1950, has given favorable results, along with trans 
fusions of whole blood or plasma, and injection of the deficient vita 


nuns and suitable alimentation. 
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Cor Biloculare-Report of 3 Cases 


W. Hyatt. Sr. 


California 


Cor biloculare is among the rarest of congenital cardiac lestons 
There are many reports in the literature that present various as 
pects of this condition and cover the field well. These three cases 
are presented to: 1) Increase the awareness of the physician to the 
possibility that a congenital heart defect might be cor bilocularc 
2) Point up the fact that the history, physical examination, and 
diagnostic aids are inadequate to make a definite diagnosts of this 


condition. 3) Re-emphasize the rarity of this condition 


CASE REPORTS 

Case 1. J. a white infant male was bern at 4:00 \.M. August 
29, 1950. He weighed 9 pounds, 11 ounces at birth. He had been 
evanotic and dyspneic since birth. Auscultation early in life re 
vealed decreased breath sounds that later cleared. No murmurs 
were heard. At 1:00 PLM. August 29, 1950 his temperature was 
37 C. At this time diffuse gravish-blue cevanosis of the face and 
extremities was noted. Inereased respiratory rate and diaphrag 
matic retractions were present. The chest was hyperresonant more 
marked on the left. At this time it was felt that the infant had dis 
seminated and possibly massive atelectasis. \-ray of chest on Au 
gust 20, 1950 seemed to reveal atelectasis. Child was given oxvgen, 
placed in Trendelenburg position and given pre yphvlactic pemeilin 
The dusky cvanosis and hyperpnea continued on August 30, 1950 
The child refused his feedings. The left lung field seemed more im 
volved than the right by auscultation, It was felt that the child had 
atelectasis complicated by pneumonia. On August 30, 1950 the 
Hemoglobin Concentration was 17.5 Gm. per 100ce. \W hite blood 
cell count was 16,100/cubic millimeter; Lymphocytes, Mon 
vevtes, 1% Eosinophils, 4% Stabs, 16° Juveniles, 1%: Poly 
morphonuclear leukocytes, 490%. On August 31, 1950) another 
chest X-ray was done and the X-ray seemed to reveal clearing ot 
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the lune fields. The cardiac shadow was dilated with increased 
diameter at the base with an appearance suggestive of congenital 
heart disease Phe types of heart disease considered were two 
chambered heart ; coarctation of the aorta with closing patent duetu 
arteriosus and tetralogy of Fallot. On August 31, 1950 at 7:10 
PAL. the imfant expired C yanosts, hyperpnea, and diaphracniaty 
breathine had remained until his exodus. Terminally, he had an 
enlarged liver felt 3 tinger-breadths below the right costal margim 


Pathologn desc ription of the heart: 


The heart presents a detinite abnormality 
ventricle from which only one great artery is seen emerging 
right auricle is present which ts slightly larger than normal 


auricle is represented by a vestigal remnant which ts non-funetien 


inferior and superior vena cavae drain inte this auricle 


ing. The right and left pulmonary arteries are branches oft 


common trunk Jeavine from the single ventricle. The arch of the 


large vessel is of average size and has the three branches leaving 


immediately at the mid-portion of the arch: the mnomunate, the 


left carotid, and the left subclavian arteries. The proximal aorta ts 


a fibrous cord. The remainder of the aorta is not remarkable 


Hence. in summary, this heart is a two-chambercd heart composed 


of aright auricle and a common ventricle. There ts a truncus arte 


riosus present from which the two pulmonary arteries are derived 


‘ase 2. E.DLA. a white male was born December 22, 1958 at 
11:50 A.M. He weighed 6 pounds, 13! ounces at birth, Wher 
\t 5:30 PLM. the yo 


seen at first there was no evidence of disease 
diatric resident had been called to examine the infant because 


rapid, shallow, labored) respirations (This was on December 


Vals 


1958). He was evanotic and appeared flaccid. The temperature 


normal \uscultation of the heart revealed rapid) sinus rhythm 


with no thrills or murmurs. Anterior fontancl was not tense. “The 
examining physician thought that this baby had hvaline membrane 


dliscase or pneumonia An N-rav of the chest and white blood cell 


count with differential were ordered. Oxygen therapy and penicil 


lin were given. The chest X-ray was difficult to imterpret due to 


technical reasons but the radiologist felt that the tilm was suggestive 


of hyaline membrane disease. (lt is important to note that this 


and that he was not delivered by means 


infant was not premature 
When seen at 8:45 PLM. 12/23/1938 he 


of a cesarean section. 
had subeostal retractions. He was still evanotic when out of oxy 
ven. Auscultation of the heart revealed no murmurs Phere was 
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Hyarr: Cor Biloci 


questionable enlargement of the liver. The infant's feet were cold 
Feeling that septicemia might be present a blood culture was done 
electrolyte studies were also done electrolytes were: So 
dium 146 millicquivalents per liter: Potassium 6.2 muilliequivalents 
per liter: Chlorides, 100 milliequivalents per liter, Hemogl bin 
coneentration on 12/23/1958 was 13.5 Gm./100 and the hema 
tocrit was 44 per com Phe white blood cell count was 13,300 per 
cubic millimeter. Lymphs were 37, Monos, 50 and losinophils 
3% Phe remainder of the differential was not recorded. There 


were 15 TIL leated red blood cells per 100 white blood cells 


On December 24, 1958 at 12:50 A.M. the color was better and 


jxttient seemed less evanotic The respiratory rate was still rapid 


(64 minute) and the apical pulse was 148/minute. The infant was 
started on blood and broad speetrum antibiotics, \t 1:00 the 
subcutaneous tissue of the cheeks, back, buttocks, outer aspect of 
the thighs and u aspeet of the abdomen felt very firm: to the 
touch. He had passed less than 13 e.c. of urine in 20 hours. Ee 
vas catheterized at 4:30 7 M. 12/24 1958 and no urme was ob 
Hemogrant on December 24, 1958 was as follows: 
elobin concentration White blood cell count 
21% : Monoevtes, 


\Ilveloevtes, 147 : Juveniles, Stabs, 667: Polyvmorphonucless 


33,500 per cubic millimeter viiphoevtes 


eneocvtes, Obl 


VAM. on December 24, 1958 the child expired Pathe 
logic examination of the heart: The heart weighs 22 grams ‘The 
epicardial surface is smooth and glistening. The apex of the heart 
seoms to be very broad. On opening the heart it is found to have 

nly two chambers, one large atrium and one large ventricle with 
ne evidence of any attempt at septum formation in the auricle, 
although in the ventricle there is some slight attempt at a septal 
formation, \ very large truncus arteriosus arises from) the com 
mon ventricle. There is a valve between the atrium and the ven 
tricle which measures 6.5 em. in circumference Phere is a valve 
at the truneus which measures 2.5 em. in diameter. Just above this 
valve there are two pulmonary artenes connng Off Trom Opposite 
sides of the truneus. Just above the origin of these vessels there ts 
another valve in the truncus which measures 1.5 em. in cireuntet 
ence his is the aortic valve and bevond this is the arch of the 
aorta and from the arch the three vessels, the right common care 


tid. the left common carotid and lett subclavian arteries arise 


a Negro female was born at 12:10 A.M. on June 
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8, 1959) She was not evanotic at birth and appeared normal. She 
weighed © pounds at birth. She did well until June 10, 1959. It 
was noted at 2-00 P.M. that she did not nurse well. Cyanosis of 
the extremities was noted. She appeared pale. Her respiratory rate 
later that afternoon circumoral evanosis was noted 


was rapid 
Qn June 11, 


That evening the child seemed to be somewhat rigid 
reflex. She nursed poorly and tured 
June 11, 1959 she had 


1059 she had a poor 
easily when nursing. At 12:45 
grunting type respirations with retractions and appeared somewhat 
\t 2:00 PUM. her temperature was 96 F Her chest was 
She eried if disturbed and felt cold. Hemo 
1959 was The 


listless 
clear to auscultation 
vlobin concentration on pune 11, 
child was placed in an incubator and oxygen given beginning at 
12-45 POM. June 11, 1950. It was felt that this child had brain 
or intracranial hemorrhage. At 2:20 P.M. June 11, 195° 
Pathologic examination of the heart: The heart, which 
It is moderately 


she « \pure 
lies free in the pericardial sac, weighs 20 grams. 
enlarged, due to dilatation, and globular in shape 
septum is present. \ large 3 


Qn openmg, no 


interventricular or intrauricular 
with chordae tendinae and papillary muscles, 
One large artery, the aorta, 


leafed valve, sep 
arates the auricle from the ventricl 
arises from the ventricle and from this vessel the pulmonary arteries 
arise. The 3 leafed valve, which has the structure of an aortic 


valve, is unremarkable. One very thin coronary oritice is identitied 


DISCUSSION 


Cor biloculare was first reported by Wilson in 1798. Cor bi 


loculare with persistent truncus arteriosus was first deseribed by 


Preisz in but was first fully described by Abbott in 19360.) In 


1936 Abbott reported 14 cases of cor biloculare 


Cor biloculare is not usually compatible with life. Most infants 


with this condition die within the first few wee ks. Due to adequate 


pulmonary circulation some patients have survived to adulthood 
Nelson and Wells described a patient with cor biloculare and trans 
position of the great vessels who lived to be 27 vears and 3 months 
\ patient with cor biloculare and persistent truncus arteriosus re 


ported by Carr, (aoodale, and Rockwell lived to be 36 years and 2 
months. 


Since this condition is so rare it is not suspected Im most cases 
Of the three cases reported in this paper cor biloculare was consid 


ered in only one of the cases. 
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There are no pathognomonic signs in this condition. In most 
cases cvanosis of varving degrees is present. Dyspnea ts frequent 
ly present. Cyanosis and respiratory difficulty were present im the 
3 cases here presented. In the first case evanosis appeared at birth 
In the second case evanosis appeared after about 20 hours. Cva 
nosis appeared in the third case after about 69 hours. In each ot 
the three cases respiratory difficulty was noted at about the same 
time cvanosis was detected. In some cases a systolic murmur may 
be heard but this does not offer much in the way of arriving at a 
specific diagnosis. Continuous murmurs have also been reported 
\ thrill was found in the patient reported by Campbell, Gardner, 
and Reynolds and in the patient reported by Carr, Goodale, and 
Rockwell, Chest X-rays may lead one to make a diagnosis of eon 
genital heart disease but there is nothing seen to enable one to make 
a detinite diagnosis of cor biloculare, Clubbing of the fingers does 
not usually occur for most patients die before this phenomenon has 
had time to manifest itself. It has been seen in patients above 2 
or 3 vears of age and in older patients. Persistent truncus artert 
osus is the most common anomaly associated with cor biloculare 
The first two cases presented had truncus arteriosus but no truncus 
was present in the third case. 

In the past 10 vears at Kern County General Hospital (Period 
ending June 30, 1959) there have been 20,943 live births and 369 
stillbirths. 361 deaths have occurred in the pediatric age group 


(excluding newborns) and 273 autopsies were done. In the new 


bern period 444 deaths have occurred with 269 autopsies beimg 


done. Of the 542 patients on whom autopsies were performed 
(newborn and pediatric age group children) 48 had cardiac lestons 
These cases were distributed as follows 


Number of Children im pediatric 
newborns with age group with this 
Condition this condition condition 
Cor biloculare 3 0 } 
ibroclastosts, 
endocardial 
Congenital heart disease, 
unclassitied 
Cor triculare biventriculars 
with patent ductus arteriosus 
Cor triloculare Inatriatum 
with patent foramen ovale 
Patent ductus arteriosus 
Patent foramen ovale 
Patent foramen ovale with 
patent ductus arteriosus 
Multiple septal detects 
Coarctation of aorta with 
patent foramen ovale 
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1. Three cases are presented. Each of the patients had eva 


nosis and respiratory difficulty. [none case was a murmur ot thrill 


nt 
> Cor biloculare is one of the rarest cardiac lesions 


3. There is nothing in the history, physical examination, or chest 
\ that will enable one to make an unequivocal diagnosis of this 
condition 

b. Cor biloculare is not usually compatible with Tite most ot the 
infants dvine within the first few weeks of life. In the literature 
one patient with cor biloculare and transposition of the great ves 
sels lived to be 27 vears and 3 months while another patient with 
cor biloculare and persistent truncus arteriosus lived to be 30 vears 
and 2 months 

5 When seeing very voung infants with symptoms of heart 
disease unless the infant has some detinite indications of a specitic 
type ol heart disease (1.¢ lower blood pressure in the legs than in 
the arms in coarctation of the aorta or the machinery murmur im 


patent ductus arteriosus, ete.) 1 would be well to at least consider 


this diagnostic possibility even though it is realized that cor bilo 
culare is extremely rare \s has been forementioned it was con 
sidered in one of the cases presented im this paper 
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January 20. 1960 


N. Joyner, Chief of Pediatrics, Presiding 


Heinz MAD. fssectate Professor of Pediatrics 
Cornell University Medical College. Guesi 


Dkr. Joyner: In the tields of pediatrics and in medicine, | think 
one of the most common problems that we all see, and by far the 
most common infectious problems that we see, are those conditions 
which are caused by viruses. It's been reliably estimated that in 
children, 75°. to 83% of all upper respiratory infections are primar 


ily caused by viruses. 


Qur grandfathers who were physicians, used to call it grippe 
Ile now call them viruses, or virus infections and usually get by 
with that. However, they do have some rather important connota 
tions, primarily in their relation to the use of antibiotics. The 
viruses I’m sure have added much to the dividends of stockholders 
in the pharmaceutical companies, and without one bit of harm to a 
single virus! Antibiotics not only do no good in combatting virus 


Infections there is evidence that they do harm 


So that the antibiotic problem then, is primarily one of the clin 
clan trving to determine which imfection is caused by a virus and 
which is caused by a bacterial infection. This, in some imstances, ts 
easy. “The surest way is in the presence of a wave of virus diseases 
producing a specific clinical entity such as, for instance, we've been 
going through in the last two weeks, a typical gastro-enteritis run 
ning a very definite course, with acute vomiting lasting anywhere 
from 12 hours | sometimes slightly shorter — up to two days with 
temperature running 101, 102; some upper respiratory sviiptoms, 
usually running nose, followed by diarrhea lasting two or three 
days; also when one hears on the telephone, that many of these cases 


are occurring at one time, you're reasonably sure, even on the tele 
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phone, that they are caused by virus. .\t the present time we have 


ne way, in-oan ordinary hospital laboratory, of finding out what 


that virus os 


Its true that we have no method at the present time of treating 


the virus even it we did tind out what it ts but it would be 


very instructive and helpful if we could correlate some of the labora 


tory findings on these viral diseases with the clinical symptoms and 


course; also if we knew exactly where virologists stand in identity 


ing viruses of the various types. Certainly, the pandemic viral im 


fections have been worked out very well, and very rapidly there 


have been devoloped vaccines and protection for them. But there 


are hundreds probably, of the ordinary viruses which we tind every 


day, that are endemic. At the present time we have no specttic 


method of identifving them except clinically. Another practical 


aspect is that we know that many of the viruses, particularly of the 


CHO tvpe, Cless often | think than the adeno viruses) quite fre 


quently will cause a rash which is not very dissimilar to that of 


measles [feel that’s the reason, among lay people, why 


there’s a great belief that German measles can occur more than once 


Prue rubella doesn't occur more than once. It is also said that a 


good way to tell rubella is by the enlargement of the post-occipital 


nodes. It has certainly been my experience that in almost any viral 


infection the posterior occipital nodes are involved, so T don’t think 


that helps us. Again, it’s a total clinical picture. 


In order that we might get some help from an individual who has 


been closely interested and has worked considerably both in- the 


laboratory and clinically, we've asked Dr. Kichenwald to come in 


today and help us out a littl bit — to tell us something about the 


laboratory methods of identifving viruses, some of the established 


clinical pictures of certain of the viruses. Except incidentally, | 


don't think he will touch too much on the measles and chickenpox 


ones, but the more common ones the ones we see and have to 


deal with from day to day. So with this rather long introduction, | 


will now ask Dr. Lichenwald to take over. 


Dr. Thank vou Dr. Joyner. It is of course impos 
sible to discuss the many viruses which have been isolated since the 


introduction of practical tissue culture methods by Dr. lenders and 


his associates about 7 vears ago. Certainly, the progress in the last 


tive vears has been so rapid that virology, like pediatrics, has broken 


down into a number of sub-specialities. General virologists are be 
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ginning to disappear and special types of virologists are beginning 
to take their place: specialists in respiratory viruses, specialists im 
central nervous-system viruses, specialists in gastro-intestinal vi 
ruses, ete. There are people interested simply in serologic identifi 
cation, people who are interested primarily in isolation of viruses 
(not even in their identification) and then finally, there is a group 
of individuals who work in some of the more abstract phases of 
virology, the development of immunizing vaceines, and the increase 


in knowledge of the nature of viruses 


I think it might be best to first limit the discussion a little bit 
Because the story of the entero viruses, including the [eCTIO)'s, 
the Coxsackies, and the polios, is quite well known, | will try to 
limit myself today chiefly to the respiratory agents. As vou know, 
the first agents to be identified in this group, were the influenza 


viruses 


Classical influenza, | think, is well known to all of vou. Children 
generally have influenza ina much milder form than adults, except 
under conditions where there is chronic lung disease, or disease of 


the cardiovascular system, specifically mitral stenosts 


Influenza virus undergoes periodic antigenic vartation. “This ts 
why the Asian influenza pandemic occurred. We will in the next 
decade get another antigenic variation and probably another epi 
demic. Basically, all influenza viruses fall into three groups: A, DB 
and C. Most of the trouble recently has been due to variants of the 
\. the A!, and, as the Asian flu is known, the A®. [tis not expected 
that this vear will be a particularly heavy influenza vear in New 
York. There will undoubtedly be some endemic cases, but epi 
demics will not occur in the New York area. It is estimated on 
fairly good evidence that the three years during which the Asian in 
fluenza virus was prevalent in this community resulted in immaunity 
to this particular variant in more than 7007 of the population of 
New York City. This alone would give pretty good protection 
against an epidemic this vear. Now, there are other imtluenza-like 
viruses which have recently assumed considerable importance. I'd 
like to list those for you. 

The ones of vreatest Importance are the HA-1, and the H\-2 
viruses. ven during the pandemic of influenza in 1957 and 1958 
at New York Hospital, we saw more children in the out-patient 


department who were suffering trom H.A-1 and H.A-2 disease than 


we saw cases of influenza. This may have been due to the fact that 
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these ilnesses in children were more severe, and therefore the 
patients came to the hospital rather than influenza patients, who 
will 


venerally stayed at home because the disease was se niild 


discuss these two viruses in more detail 


The C.A-virus comes by that name because of the fact that 1 was 
thought and still is thought to be associated with certam: cases of 
croup, CA stands tor “croup assocnite A’. This particular agent was 
isolated for the first time almost simultaneously m= three different 
areas: Cincinnati, by Dr. Chanock, in Toronto, and also in New 
York Citv. At that time many of the patients who were seen vith 
severe croup in these three areas, had C.\ virus infections. Sim 
then, however, this virus is disappearing from the scene, and it hes 
been isolated infrequently from: patients with croup. This probabh 


means that the C.A-virus runs a evelical epidemologie pattern 


The term HA-1 virus stands for hemabsorption virus, type 1: 
HIA-2 stands for hemabsorption virus, type 2. These viruses are 
very prevalent in the community ; they are probably the most mm 
portant known respiratery viruses that a pediatrician deals with 
They certainly out-shine the adeno-viruses this regard Vie 
adenovirus has been popularized more perhaps, but of the clint i] 
disease that one sees, the HLA viruses account for a igher propor 
tion. The HLA-1 virus generally causes an upper respiratory disease, 
and if it descends it tends to cause a bronchopneumenia. The TEA 2 


ial 


virus also causes upper respiratory disease, but it has a sp 


propensity for producing croup, and the HLA 2 virus is probably 


the chief known viral cause of croup in this area 


The HA-1 and viruses are of some technical imterest 
They. like the influenza viruses, multiply in chick egy embrve 
They multiply in monkey kidney tissue too, which as vou know, ts 
the chief tool of practicing virologists, but they do not produce 
very detinite changes in these tissues. The effeet of the virus on the 
tissue is not easily visible and probably because of this, the virus 
was missed until a very interesting technique was introduced whi h 
consisted simply of adding guinea-pig. re d cells to the tissue culture, 
and, in the presence of the virus, the guinea-pig red cells idhere to 


the monkey kidneys’ cells 


The Sendai virus is a Japanese agent. It 


fluenza D. and is still sometimes referred to 
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parently a cause of some respiratory infection in that country. Its 
actual clinical importance is a matter of dispute. The Sendai virus 
in Japan apparently caused outbreaks of newborn pneumonitis and 
because of this, the literature of about five vears ago or so referred 
to it as Sendai newborn pneumonitis virus. This agent is related 
immunologically to the C.\ virus, and slightly to the other agents 
that | have mentioned. It is also, like the CA virus, related antigen 


ically to mumps 


The adeno-viruses are the next group to discuss. The adeno 
viruses, as vou will recall, date back about four years, and in this 
four-vear period, this group has mushroomed into a collection of 
over 20 agents, all of whom share some antigen in common, but 
all of whom differ sufficiently virologically from each other, so that 
they can be distinguished serologically. The adeno-viruses received 
a great deal of public attention, but in pediatric practice, they do 
net appear to be important. For example, the entire group of 
adeno-viruses accounts for less than 30% of all febrile respiratory 
disease that we see in children in this area. It is true that a few 
cases of lower respiratory track disease, croup, ete... have been 
associated with an adeno-virus type 1 and 2 infection, but whether, 
in fact, these were the agents responsible for the disease 1s unknown 
because adeno-virus type 1 and 2 are extremely prevalent. Most 
children by the time they've reached age 3 or 4 have had infections 
with these agents. These agents tend to persist in tonsillar tissue 
for extremely long periods of time, but it seems certain that much 


infection from these agents is asymptomatic 


Type 3 adeno-virus causes an actual, distinct clinical picture, and 
this is the disease which has been called pharyngo-conjunctival 
fever. This illness is marked by a respiratory infection, with 
pharyngitis, frequently a dry cough, usually associated with a 
conjunetivitis, with pre-auricular lymph node enlargement. The 
conjunctivitis is quite marked ; it may occur without any pharyngeal 


involvement in which case it’s simply “pink eve” or, as seme 


epidemics have been called, swimming-pool conjunctivitis. “There 


is an association between adeno-virus type 3 and the epidenuc form 
of conjunctivitis in the summer time. The adeno-virus type 3 
chiefly appears to be a summer disease, and the epidennes that have 
been deseribed occurred in children’s camps during July and 
\ugust. There have been a few others that have occurred at other 
times of the year, but adeno-virus type 3 is not a very prevalent 


agent except in these epidemics 
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\deno-viruses types 4 and 7 are of some interest because they, 
for some reason or other, seem to affect primarily military popula 
tions. .Adeno-virus type 4, for example, has caused a great deal 
of ditheulty at the Great Lakes Training Station of the Navy, and 
most recruits who come there develop a febrile, respiratory disease 
during the first two or three weeks of their stay. However, to tind 
type dain a civilian population has proved nearly impossible. “Type 
7 is fairly similar. Again this causes epidemics mostly among 
military people. [It seems to like uniforms but it does not affect, 
for example, student nurses, or medical students, whom one would 
suspect to be at least equally susceptible with the military popula 
tion. Adeno-virus type & specifically causes a keratoconjunctivitts 
which is not seen very much in this country but which has been 


reported on the West Coast. 


The other adeno-viruses are either not clearly associated with 
disease or have been isolated with such infrequeney as not. to 
permit any detinite statement as to the pathogenic potential, or the 
clinical picture that they produce. Because of the popularization of 
the adeno viruses, there has been an attempt by one or two pharma 
ceutical houses to introduce an adeno-virus vaccine. My own 
feeling is, while this adeno-virus vaceine, particularly for adeno 
virus types 4 and 7, might be useful in the military population, there 


is absolutely no reason to use it in pediatrics. 


There are a number of other respiratory agents. One of them is 
a very interesting one. That's the primary atypical pneumonia 
virus, which has more properties than simply causing primary 
atypical pneumonia. [t's usually called the PVP virus, and was 
first deseribed by [eaton using a system which did not involve the 
use of tissue cultures. At the time when Dr. laton described this 
agent, there was a great deal of skepticism as to whether he had, 
in fact, isolated a virus agent, or an agent that caused primary 
atypical pneumonia. In the last vear and a half this work has been 
amply contirmed by the introduction of an entirely new method 
into virology, and this is the fluorescent antibody technique. [t has 
been shown, by Dr. Coons at Harvard, that it is possible to label 
anti-bodies with a dve which when subjected to ultra-violet radia 


tion, tluoresces He worked out the methods for this, including 


the equipment which at the present time is relatively expensive 


With this technique, it is possible to demonstrate the presence of 
antigens of any type in tissue, simply by exposing the tissue to 


antibody, exposing the whole works to ultraviolet) light, and 
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looking at it under the microscope. Within this tissue one will see 
the tluorescing of the antigen antibody complex. What one can also 
do is to subject the antigen to unlabeled antibody, let's say of human 
source, and then to label the whole works, the antigen-antibody 
complex, by exposing it to a labeled anti-human gamma globulin 
In other words, any antigen which is combined with any human 
gamma globulin will now be picked up by the anti-human gamma 
globulin labeled material. This is the indirect fluorescent antibody 
technique which has been applied with great success by Dr. Liu to 


show that Dr. Eaton's work was correct. 


But the additional information gained from a continuation of 
Dr. Eaton's initial work, is that the primary atypical pneumonia 
virus accounted for other illnesses, and appears to be of great im 
portance in febrile respiratory disease in young children as well as 
adults. This agent causes respiratory disease, with croup, acute 
larvngeo-trachael bronchitis, bronchiolitis, bronchopneumonia and 
primary atypical pneumonia. It can be shown that while the cold 
agglutination is perhaps a reasonably good test, this procedure ts 
certainly not terribly specific, particularly in children, where, as vou 
know cold agglutinants are frequently absent, even in absolutely 


characteristic cases of primary atypical pneumonia 


\nother agent which was very popular in the newspapers and 
disappeared recently from public view, was the JH) virus, described 
at Johns Hopkins. It was believed to be one of the causes for the 
common cold. It turns out that it is not, and that it is also probably 
of no great importance at the present time. An agent which is 
probably identical to it was described by Dr. Mogabgab at- the 
same time and it goes under the number 2060. This is a difficult 
agent to deal with whose exact affinities are still unknown because 
of the difficulty of working with it. An agent very similar to this 
is DI? 471 


\nother agent which has a somewhat checkered career is a virus 


which goes under the name of CCA. This stands for “chimpanzee 


corvza agent’. It was isolated initially from chimpanzees who 


developed colds when exposed to humans; the humans did not get 
colds when exposed to chimpanzees. It was then studied extensively 
by Dr. Chanock, who showed that this agent is very prevalent among 


infant groups, particularly infants who are hospitalized 


Now, two other agents which | might mention briefly are the U 


virus, described in Sweden. It is another cause of the croup 
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syndrome, but there has been, as far as | know, little work done 
with it in this country. It has not been isolated by us and | don't 
know what the importance of this agent might be. .\nother virus 
similar to the U virus is one of Dr. Mogabgab a COL virus, a 


respiratory virus of unknown affinity. 


The tinal agent that | can recall off hand is an ECHO and this 
is the one ECHO virus that has been shown to cause respirators 
disease. As you know, the ECH© term refers to enteric evtopath 
ogenic human orphan viruses, and to say that an EKCHO) virus 
causes respiratory disease may be a paradox, and of course, ina 
way it ts. ECHO viruses are classified as viruses par 
ticularly because they were initially isolated from the gut and be 
cause they have certain affinities in tissue cultures and act in a 
particular manner in an artificial system. Since a child will 
swallow most of its respiratory secretions, it is not uncommon to 
vet respiratory viruses in the gut. Therefore, in an infant one can 
easily identify adeno-viruses in the stool The ECHO 20° in 
children, at least, seems to cause respiratory disease and to multiply 
chiefly in the respiratory tract. This agent was described by 
Cramblett a few vears ago. It causes moderately severe illness, 
fever, cough, sore throat, and that’s about it. It's one of these 
non-critical diseases which one sees so much of and which without 


extensive laboratory work one cannot really detine 


The greatest problem in virology at the present time ts the 


expense and time required to establish an etiologic diagnosis. “This 


is duc to the fact that the monkey tissue ts expensive to prepare 
since one has to start with monkeys to get the monkey kidney 
tissue, and other cells like the hela are expensive to maintain 
becayse they have to be fed and nursed along very much like pre 
mature infants. 


\ few vears ago we had an epidemic which consisted of diarrhea 


and which we found out two vears later was caused by kKCHO 18 


It took two vears to identify the ECHO 18 viruses. The trouble was 
that we started with ECHO 1 and worked up, which was the only 
way to do it because when tirst we saw this epidemic, CHO 18 
had not vet been described, so we couldn't have started with ECHO 
IS and worked down. By the time we got up to ECHO 17, the 
number of known agents had already increased to 25, and we kept 
thinking that we'd have to keep on going the rest of our lives trying 


to test against ECHOs which people were discovering just about 
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as fast as we were able to produce the anti-serum and do the 
neutralization tests. It turned out fortunately, that when we got to 
ECHO 18, we had the virus. This is also true when you identify 
respiratory agents. You've got to work through this whole battery 
of agents; vou have to do various tests to classify them, and then 
vo through the expensive immunologic tests, trying to identify the 
particular species to which it belongs. [t is possible that with the 
fluorescent antibody technique this will be simplified. don't 
know if this is true. This is why | think all of us turn a little bit 
green when a clinician arrives with 8 or 10 specimens im his hand 
and savs: “Please, tell me what virus this ts.” First. this costs 
money; secondly, it takes a tremendous amount of time, and 
thirdly, if you're unlucky enough to isolate a virus, it may tie up 


the laboratory for the next month or so trying to identity it 


This is the reason why vou have to, as clinicians, be a little bit 
patient with virus laboratories. It is much more difheult than 
bacteriology ever was; it is frightfully expensive, and is something 
which certainly in the foreseeable future will not become a regular 


clinical tool, 


In the next few minutes, Pd just like to sav a few brief words 
about a subject which | know is dear to Dr. Jovner’s heart and 
also dear to my own, and this is the use of antibiotics in viral 
infections. Dr. Hope Craig Perry and [| and some of our associates 
at the New York Hospital a few vears ago, did a study which we 
have so far not gotten around to publishing. We saw all children 
that came into the pediatric emergency room or the isolation unit 
with respiratory infections. They were seen by four doctors all ot 
whom were trained and qualified pediatricians, and they would 
record on standard form what the child had, and then they were 
forced, by the nature of the form, to say whether they thought this 
was bacterial or viral in etiology ; and whether this was specifically 
streptococcal or not. Cultures were obtained before treatment wa 
started. Then the child was given medication or placebo which 
was pre-determined for him. The moment the child walked in the 
door, he was automatically assigned a number and the number 
went with a bottle. No one knew what was in the bottle except the 
manufacturer. If the child had a streptococcal infection by culture, 


streptococcal disease, he was removed from the study and given 


penicillin because this was obviously the thing to de. Tf the child 


did not have streptococeal disease, he was continued on either the 
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placebo medication, which one group received, or on tetracycline 
which the other group received. Interestingly enough, the meidence 
of so-called “toxic reactions” was greater with the placebo than it 


was with the tetracveline itself 


What we were interested in was: Could a clinician tell a viral 
infection from a bacterial infection by just seemyg ; the result was he 
could not. Some people called most things bacterial imtections ; 
other people, called most of them: viral infections; but generally, 
the ones whe called most things viral infections were usually right, 
simply because most illnesses are viral, but patients whom they 
firmly believe to have bacterial infections, frequently turned out 
to be infected with viruses; while those whom they had believed to 


be viral, frequently turned out streptococcal 


Phe next thing we said, was, “why don't vou start doing whit 
counts 2" Se, they started doing counts and shifted their inte 
pretation, depending on whether the count was low or high. This 
did absolutely nothing. They were just as wrong as they had been 
before! The upshot of all this business was that vou couldn't tell 
what the patient had without a culture. The group that received 
tetracveline had a statistically higher incidence of secondary im 
fections with involvement of the ears and the sinuses, than the 
eroup which did not receive antibioties. This was more or less 
what we had anticipated, and is why the study was done as a 
double blind control. | had very strong prejudices in the direction 
of not using antibiotics viral infections. Probably the best 
protection we have against virulent bacterial infections are the 
saprophytic bacteria which are always in the nasopharyns. Once 
they are wiped out by one method or another, the individual 
becomes more susceptible to other bacterial infections ; in fact, he 


seemingly becomes more susceptible to viral infections alse 


| think all of vou have seen children who, for one reason or 
another partly because they're doctors’ children perhaps —are 
viven antibiotics for long periods of time. Every time they get a 
cold, they go on antibiotics. [t's this twpe of child who has more 
infections than anybody, and most of these infections are viral 
rather than bacterial. He also has more complications with his 
viral infections. Of course, these complications are chietly bacterial, 
so antibiotics viral infection can probably do harm two 


directions: one, it ean increase the incidence of bacterial com 


plications ; secondly, it can increase the incidence of viral infections 
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following the first attack of the disease, simply by wiping out the 
flora and making the individual more susceptible. [| think this ts 


all | have to say, and [ think the time is ripe for some questions. 


Dkr. Joyner: T sat through this most of the time with my mouth 
open CL had to open it—my nose being stopped up). 1 would like 
to throw discussion open to the floor, but first | would like to ask 
Dr. Kichenwald one thing: This is the question of the usefulness 
of a blood count. It disturbed me a little bit. | would certainty 
agree that differentiation by blood count is not 100 helptul, but | 
don't think I’ve ever seen a case | thought was a viral infection, 
that had a count over 25,000. Now, 10, 12, 14,000 1 wouldn't think 
meant anvthing—nor do | think a slight shift one way or the other 
does—but | feel that there is a slight help at times, if you do get a 
child with a 20 or 25,000 count with SO-85% polys, and another with 
a 4,500 count who is sitting up playing and having a wondertul time 
not overwhelmed by infection—I think the percentages would sit 


be a little bit better on the low count being viral than not. 


Dr. think vou are theoretically correet. The 
trouble is the percentage of children with respiratory disease and 
high counts is very small, and in this study, which invelved 
hundreds of children, this accounted for such a small percentage, 
it was not enough to shift the thing one way or another. Hf you 
do get a situation like that, of course, it’s significant. The problem 
is that in most respiratory viruses, with the exception perhaps of 
influenza, do not really cause a leukopenia. Some do but this also 
is net usual, The majority of children fall in the range of 12-18,000 
WBC, with a mild shift to the left, and this could be anything 


Dr. Joyner: | agree with that. The other thing Id like to ask 
right now, we are going through what in the practice of a pediatri 
cian is called telephone advice, and as | mentioned, there’s an awtul 
lot of this acute gastritis with vomiting and diarrhea. Now, are 


those usually due to specific viruses or are they wide groups that 


happen to land in different intestines at the same time ? 


Dr. Kicnenwarp: Generally, | would say in an area like New 
York City, there are probably several viruses running around. In 
a smaller area one might anticipate that only a single agent would be 
responsible. One of the difficulties with disease where you have 
gastroenteritis and fever is the fact that it is this particular clinical 


coidition which is most resistant to virologic analysis. The whole 
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group of diarrheas and gastrointestinal upsets has been very dif 
ficult to work with. In the majority of these individuals, one does 
not obtain viruses. ECHOs and the Coxsackies, while they ac 
count for some of the diarrheas, do not seem to play much of a 
role in the winter and early spring type of situation that we have 


here. 


kor vears now, people have been trving to infect each other, as 
well as cats, tissue cultures, and various other things with material 
from these patients, and this has been unrewarding. Ot course, 
some people would say this is all psychosomatic, but | would: say 
it isn't. This is a specific viral agent, like the agent of hepatitis, o1 
infectious mononeucleosis, that simply hasn't gotten around te 


being identitied 
Dr. Joyner: You doe think it is a viral agent ? 
Dr. Oh ves 


Dr. think it is too, Now, Twill take questions trom 


the floor Dr. Koenig 


De. Koenig: Ud like to know when these children with respira 
tory diseases come into the emergency room, presented with an 
infected ear, or catarrhal otitis, would you then treat them) with 


antibiotics, or would vou still say that this could be a viral infection ? 


Dr. Krcnenwaup: Catarrhal otitis we did not treat. [f there was 
anv evidence of purulence, then we did. Those were taken out 
of the study. When vou have fluid behind the drum, and even 
though the fluid may be purulent, you still are unable to identify a 
bacterial agent in about 20-250. Playing with statistics, this would 
mean that the great majority of purulent otitis media is bacterial ; 
but the great majority of non-purulent otitis media—catarrhal otitis 
media— appears to be viral. The problem one gets into ts: in this 
group, can one protect these children with antibiotics? This | 
don't know. | would guess the answer would probably be “no” 
| think they will go on to purulent otitis media in some preor 
dained fashion, that the antibiotic will simply select the organism 
which will cause the purulent otitis media. 

In other words, if vou happen to be using tetracycline, you'll end 
up with a tetracycline resistant staphylococcus perhaps, or with an 


Aerogenes or something of that nature; if vou happen to use 


penicillin, you might end up with Hemophilus influenza. Hf you 
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don't end up with one, you'll get the other because usually these 


organisms are all present in the nasopharyny. 


Dk. KoeNniG: In our practice vou don't very often get a purulent 
otitis. Most of us treat an otitis media catarrhal with antibiotics 
so it’s very hard to know whether we are over-treating something 
that doesn't need to be treated at all, or whether you go on using 
say tetracycline in the hope of stopping it off, and then tinding that 


mavbe something stopped it off, either time or the antibiotic 


Dr. Erenenwatp: Some day somebody is going to have to do 
a similar study using only catarrhal otitis media as the test and 


using a double blind control study. 


Dk. Joyner: Wouldn't it be of some aid to compare statistics of 
the incidence of purulent otitis medias and mastoiditis, now and in 
the pre-antibiotic era? Certainly in my time, and Dro Koemg’s, 
and many others here, during an ordinary winter, there were im a 
ward, anywhere from 5 to mastoids—acute mastonds —at any 
one time, and there were several people around town here whe 
drove two or three Cadillacs, who did nothing but mastoids. Sinee 
then, since we have used antibiotics freely in otitis, 1s rare to see 


an acute mastoid, 


De. think vou can effectively treat purulent 


otitis media. 


Dr. Joyner: What do vou mean by purulent? \When you say 
purulent, is it draming pus, or is ita fiery red ear with a great deal 


of pain, and which if you drain it, would probably be pus: 


De. Kncuenwanp: Yes, it is that. There have been a number 
of studies published. In one study recently the investigaters mitre 


duced a verv small needle into the ear-drum, and the fluid) was 


aspirated; it was shown that the majority of these children with 


painful ears really had a purulent otitis media. not sure 
whether there is really a decrease in the number of purulent otitis 
media that one sees. don't know. looked for data ou 
institution, which, of course, are rather biased in various directions 
but the proportion of patients who come into our emergency unit 
each year with purulent otitis media varies a good deal from: year 


to vear. 


Dr. Joyner: From my own experience | get the impression that 


we see fewer of them with draining ears. We can't put a needle 
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through all the infected drums and come back to purulent otitis 
media as primarily an acute otitis with purulent material, draining 
from the drums. There have been slightly less of those, and the 
time that they drain has been cut way down; now, the complications 


are so few that | have seen only one mastoid in 10) vears ot 


practice, and | was sorry for that. | think what we were a little 


bit at odds about here, was actually somewhat a question ot 
semanties: what Dr. Kichenwald) meant by purulent—to us, 
purulent otitis media means one that has already broken and. ts 
draining pus; to him, it would mean an acute ear which mav_ be 
filled with fuid or not. We can't tell at the time, in other words, 


acute pain an acute ear. Any other questions 


Dr. Eichenwald, this is a question regarding humanology 
Ina family where the common respiratory infection is passed from 
one to the other, and you seem to run inte a vicious evcle so that 
the one who had it first by the end of the month has another—have 
vou ever proved this to be the same virus, or would it be another 


one? 


Dr There's considerable evidence that these 
Viruses immunize against themselves; but vou see, in this whole 
discussion | have avoided going into what is usually called a 
common cold. This 1s because we tine it very difficult to decide what 
is a common cold, Some of these agents cause clinical pictures 
which are indistinguishable from a common cold. Yet, almost by 
definition, if a known virus produces a disease, this is no longer a 


common cold. It's something else 


Vorce: Would vou be left with a common cold at the end, or will 


the common cold not exist as a virus disease 7 


De. KrcneNwatp: One of the problems is that to work with the 
common cold is very difficult. | might relate the experience of one 
group of investigators. 1 hey were using volunteers—I forget 
whom they were using, probably prisoners and they would spread 
a little bit of sterile broth in their nose, and these prisoners would 
be told, “well, in a couple of days, you'll start sneezing” and they 
developed many symptoms of a cold, These people were isolated 
from any contact except with the investigator, and he didn't have 


at cold 


So. while the British work of Dr. Andrews is very interesting, 1 


is difficult to get any really good scientific studies on what the 
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common cold does consist of, because, since we have to use human 
beings and since suggestion plays a great role, the problem is very 
difficult, to attack. What they've been doing of course, Is to 
whittle away on this syndrome and tind another agent—still an 
other agent, and still another. But there must be some agent which 
accounts for the true common cold, and which, as we know has a 
fairly definite incubation period; you get so many attacks each 
vear, and you lose your immunity to it, perhaps over a period of 
several months. You usually have one at the beginning ot the 
winter, one at the end of the winter, and maybe three a year; this 
would suggest that there's a fairly detinite agent which produces a 
detinite clinical disorder, with a somewhat short immunity duration, 
making it unique. There is not an unlimited group ot agents; 
otherwise, as pediatricians, where we're exposed to these coughing 
children all the time, we'd be having a continuous series of these 


URIs and we don't! 
Dk. Joyner: Any other questions 


Dr. Koenia: | have one more question about croup. You said 
that a great many of these croups were due to viruses. You come 
in and find a crouping child, with fever usually, sometimes without, 

a very severely crouping child —vou stick it with streptomiyvem 
and penicillin; then certainly, the fever goes down, the croup grad 
ually goes down... how are vou going to know whether it’s viral 
or not? Again, as a practicing physician, vou have to decide then 
and there whether to treat, or take a chance, and when you have a 
croup that you're so afraid ts going to be something like a dangerous 


influenzal thing, vou hurry up and “stick” a child 


Dre. Krcnenwartp: Well, | agree vou have to treat the children 
until it’s proved one way or the other. By the time proot ts at 
hand the child is well. 

Dr. Koenig: Does croup due to a virus last any length of tine 


How long dees a croup due to virus last ? 


Dre. Thev're clinically indistinguishabh \ll 


croups, no matter what the etiology is, seem to be indistinguishabl 


from each other and this is why I think most people now talk about 
the croup syndrome With regard to Hemophilus influenza, there 
is some diagreement whether this is actually the cause of croup, of 
simply a secondary invader which converts a possibly minimal im 


flammation into edema and the whole clinical picture of croup It 
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is well established now in the HA-2 situation, that no Hemophilus 
influenza is necessary—the virus itself will cause severe disease. 
In fact, a CA virus can kill a patient, no bacteria are necessary ; but 
there may be other agents which cause such minimal amount of 
edema that the secondary action of Hemophilus influenza is neces 
sary. Also there is a possibility that Hemophilus influenza alone 
may cause this croup. But from a clinical standpoint, | think one 


has to treat these children with chemotherapy. 
Dk. Joyner: Any other questions ? 


Voce: How about a child with just a red throat? Let's say 
we can't distinguish viral from bacterial infection, would we do 
more harm by treating all these children with antibiotics ; or will 
we do more harm by not treating them, and say, missing a strepto 
coceal infection 7 

Dr. you treat, you've got to do two things: 
you've got to treat with penicillin, and you've got to treat for 10 
davs. If vou want to treat—if vou take the attitude vou want to 
prevent streptococeal consequences, and that’s the reason for 
treating sore throats then, vou have to treat every one of them in 
this wav, with penicillin, knowing that vou're going to be treating 
approximately 9 viral infections, for every one streptococcal in 
fection, This is true whether there is exudate or not, by the way. 
because non-streptococeal exudative tonsilitis is more commen than 


streptococe al infections 


Vorck: You ean also have a strep throat without exudate too, 


can't you? 
Dr. Certainly 


Dr. Koenta: | think the reason we treat, 1f we treat 


because we trv to avord otitis and its complications. 
Dk. JOYNER Yes Doctor ? 


Voice: In your opinion, would it be worth reimmunizing medical 


hospital staffs and others with the influenza virus vaccines right 


now 

Dr. Ercnenwarp: | would say no. think medical personnel 
has most certainly been exposed to Asian flu and most certainly 
has immunity. As | indicated in my talk 70% of the general pop 
ulation in the New York area has immunity, and I would say 99.8 
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of the medical profession must have immunity. The vaccine, as 


you know, causes reactions on lots of people. | don't think it's 
worth using unless we have a real, definite indication that some 
thing is happening. 


Vorce: But there have been cases. There are two here in the 
hospital now, of possible influenza or virus infection, who came from 
the \Vest Coast by plane into New York. 


Dr. Kichexwarp: In 9 other States there are proved cases of 
\2, but these are in areas where in the last two vears, there has not 
been much influenza. 


Voice: Right. 


Dr. Joyner: Dr. Kichenwald, I'd like to ask one other question 
and close the discussion. With the exception of the specitic pan 
demic type of flu vaccine, do you know of any so-called cold or 


upper respiratory vaccine that does any good ? 
Dr. Kicnenwatp: No do not. 


Dr. Joyner: T want to thank vou very much for this most iter 
esting and instructive talk 
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Moruer-Coip INTERACTION Psycttosom Ati [is 
okperS: By Ann M. Garner and Charles Wenar, Cloth, 290 pp 


Price 86.00. Urbana: University of Hlinois, 1959 


Drs. Ann Garner and Charles Wenar, formerly psychologists 
with the Department of Psychiatry of the University of [linots 
College of Medicine, were interested in deriving a testable hypo 
thesis about the etiology of psychosomatic disorders in children 
\n intensive research project, which integrated the findings ot 
psychologists, pediatricians, psychiatrists, soctal workers, and oth 
ers, Wats set up, to test the central hypothesis that mothers of chil 
dren with psychosomatic nesses, such as asthma, colitis, ete., lack 
“motherliness” in caring for their infants during the crucial tirst 
vear of life. \Ithough the authors were chiefly responsible for 
desienine the experiment, and evaluating the results, many persons 
and institutions contributed to the theoretical and practical aspects 
of this study. The investigation was supported by a research grant 
from the National Institute of Mental Health. Part 1 concerns it 
self with procedures, findings and conclusions, while Part 11 is de 
voted to the details of methodology. The authors were not unaware 
of the shorteomings inherent in an investigation which is essentially 
experimental, however, they felt that they had preserved the elin 
ical aspeets of their undertaking, while not losing sight of the 
methodology and statistics 

\s basic in the development of psychosomatic susceptability, the 
thors hypothesize a particular and unique disturbance between 
mother and infant. Neither neglect nor overt rejection are im 
volved. The supposition here is, that the mother child interaction 
is mutually frustrating, since the mother 1s not capable of meeting 
the necds of the infant smoothly and effectively. The present stud) 
owes the major part of its theore tical basis to the work of Margaret 
\W. Gerard and her psychoanalytic approach to the subject Iemaphia 
sis ts alse given in this present research, to Rov R Grinker’s the 
ory of the organism's response to stress due to lack of gratification 


It is significant to note that the authors differ from Franz Alex 
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ander, who stresses the specificity of conflict underlying psycho 
somatic ills; and also the view that psychosomatic symptomatology 
develops within an essentially neurotic personality. The disorders 
dealt with in this study resemble more that of a psychotic, than a 
neurotic organization, 

\ variety of considerations determined the tinal selection of the 
population from which the conclusions have been drawn. Random 
samples of psychosomatic, neurotic, and physically il patients were 
selected. There were seventy eight children in all, aged SIX to 
twelve, equated for intelligence, sex, race, socio-economic status and 
family constellation. By retrospective and reconstructive tech 
niques, the authors were able to study early patterns of mothering 
and were able to epitomize the “psychosomatic mothers” as tol 
lows: Ambitious, controlling women who tind the actual caretak 
ing of the infant unrewarding or disagreeable; however, they are 
so irresistibly drawn to this ungratifying activity, that they became 
entangled in a mutually frustrating relationship. The hypothesized 
effects upon the infant are that he does not receive continuous pro 
tection from distress, and perpetuates a pattern of erratic response 
to stress. Because of his first interpersonal environment, he asso 


ciates Intimacy with distress ELEANOR MOA 


Nevrotocy: By Stanley S. Lamm, M.D. Pages 495 
cloth. Landsberger Medical Books, Inc. 51 East 42nd St.. New 
York, N. Y. 1959. Price $12.90. 

This is an excellent book for the beginning study of the nervous 
system. The style is clear cut, simple and to the point. Verbosity 
and triple-plated words have been omitted. This book is a pleasure 
for the busy pediatrician to read 

Doctor Lamm’s classifications and groupings of neurological con 
ditions have been so systematically and skillfully arranged that con 
fusion in reading and interpreting the material is kept at a mininun 

The chapter on “Miscellaneous” which includes brain injured 


children, aphasia, stuttering, disorders of hearing and many other 


problems will give a tine working vocabulary to the average pedia 


trician who is confronted with an habilitation problem 

Here is a reference book that any doctor working with children 
should have in his library. The chapter headings are concise and 
so is the material that is covered in each chapter 

Thank vou, Doctor Lamm, for producing a medical reference 
book on pediatric neurology that reads like a fasemating novel with 
its wealth of up to the minute material. 

Svears, M.D 
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Dirk IN DER PRAXIS, by Kurt) Block, M.D) 
Phd. 216 pp. Georg Thieme Verlag Stuttgart 1958 


This book attempts to teach the practitioner how to utilize elin 


ically the newer knowledge in cardiology. An extensive climeal 


experience combined with a thorough knowledge of the literature 


quality the author to undertake such a project. 


The book consists of a sketchy description of the anatomy, physi 


ology, pathology, biochemistry, svmptomatology, diagnostic meth 


ods, and ditterential diagnosis relating to cardiology. The amount 


and breadth of material presented is surprisingly large. [ts etfect 


iveness, however, is reduced by its brevity. 


The section on therapy is more detailed. Digitalis therapy 1s 


well presented; the author's experience has made him a master of 


this difficult subject. Practically nothing is said of anti-coagula 


tion therapy. Quinidine and procaine amide are barely mentioned, 


while Camphor injections are still recommended 


Had the author been more discriminating in his choice of sub 


jects and had he written more about less, the result would have 


been more informative. As it now stands, a reader familiar with 


German can obtain from it a bird’s-eve view of clinical cardiology 
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raspberry-flavored 
125 mg. 2 oz. bottle, 125 mg. 10 ce. bottle (with eali- 
250 meg. per teaspoonful (5 cc.) brated dropper), 5 mg. 
per drop (100 mg. per ce. 


Each 250 mg. of Cosa-Signemycin contains 167 mg. of glucosamine- 
potentiated tetracycline and 83 mg. of triacetyloleandomycin, 


Bibliography and professional information booklet on 
COSA-SIGNEMYCIN available on request. 
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